Other studies also found an increased risk of cardiac defects associated with paroxetine use in early pregnancy, leading the FDA and Health Canada to warn against such use, and the FDA to classify the drug as category D (positive evidence of risk) for use during pregnancy. One case-control study, however, found that the increased risk of major cardiac malformations with paroxetine use in the first trimester was statistically sigThe Medical Letter publications are protected by US and international copyright laws.
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For further information call: 800-211-2769 nificant only in women who took more than 25 mg per day (the usual dose is 20 mg per day); for these women, the adjusted odds ratio was 3.07, with a 95% confidence interval that extended from 1.00 to 9.42. 4 A study of 1174 first-trimester exposures to paroxetine ascertained from 8 teratology information services found that the risk of congenital cardiovascular defects was no greater than in a comparison group of unexposed women. 5
THIRD-TRIMESTER USE -Infants born to mothers who took an SSRI in the third trimester have been reported to have a higher risk of requiring treatment in an intensive care unit, possibly related to a withdrawal reaction, and of developing persistent pulmonary hypertension. 6, 7 The possible neonatal withdrawal syndrome, which has usually been limited to feeding problems and jitteriness, but rarely has included convulsions and respiratory distress requiring intubation, has been associated particularly with paroxetine, which has the shortest half-life of the SSRIs. [8] [9] [10] Persistent pulmonary hypertension, which occurs in 2 per 1000 live births, occurs in about one per 100 newborns exposed to an SSRI in the second half of pregnancy, possibly related to serotonin-related effects on cardiovascular development. 11 Persistent pulmonary hypertension can have serious consequences, including neurodevelopmental abnormalities and death. 12 NEUROBEHAVIORAL DEVELOPMENT -AnimalsStudies in rodent models have shown that increased extracellular serotonin concentrations can have adverse effects on the developing brain and cause changes in behavior, such as aggression, anxiety and depression, that may not become apparent until adulthood. 13H umans -One study from an information and counseling program for pregnant women compared the children of 55 mothers exposed to fluoxetine during pregnancy (one third of the women took the drug throughout pregnancy) with the children of 84 mothers who did not take an SSRI during pregnancy and were not depressed. The children were tested, apparently once each, between the ages of 16 and 86 months (mean age at testing 33 months). There were no significant differences between the 2 groups in IQ or language development. 14 A second study from the same program compared 40 mother-child pairs (including 18 that were in the first study) exposed to fluoxetine throughout pregnancy to 36 mothers who were not depressed and not treated and their children. Neurobehavioral testing of the children between 15 and 71 months (mean age of the exposed children at the time of evaluation was 28 months and that of the control children was 42 months) found no significant differences between the 2 groups in tests of cognition, language and temperament. 15 A small study that followed infants to 40 months of age found that treatment with SSRIs during pregnancy was associated with subtle effects on the motor development of the offspring, such as tremulousness and inappropriate fine motor movements; the control group consisted of women who were also depressed but did not take medication. 16 There are no studies available following children exposed to an SSRI during fetal development into adolescence.
CONCLUSION -SSRI use during the first trimester of pregnancy generally appears to have a low risk of causing congenital abnormalities, but the risk of cardiac abnormalities with paroxetine is unclear. Third trimester SSRI use can cause apparent withdrawal symptoms and persistent pulmonary hypertension in the offspring. The long-term effects of SSRI exposure during pregnancy on neurobehavioral development are unknown. The potential risks of exposure to SSRIs during pregnancy must be weighed against the risks of untreated depression. 
